In order to assess the potential usefulness of CPT as a diagnostic tool for ocular allergy, the correlation between skin/RAST tests and CPT was determined in 144 patients affected by allergic 'hay fever' type conjunctivitis. The results showed that an agreement between skiniRAST tests and CPT occurred in 71 % of the cases (130/ 183). Of the 29% uncorrelated cases, 23% (43/183) were positive for at least one specific antigen by skiniRAST tests but not by CPT, while 6% (10/183) were positive for at least one specific antigen by CPT, but not by skin/RAST tests. CPT dra matically increased the histamine levels in tears (p<O.OOI). These findings show that (1) systemic tests can be misleading in that they may suggest a specific sensitisation which, in fact, does not involve the conjunctiva (systemic test positive/CPT nega tive); (2) CPT can identify local conjunctival sensitisation in the absence of a systemic sensitisation (systemic test negative/CPT positive); (3) CPT can demonstrate that allergic 'hay fever' type conjunctivitis may be related to allergens different from those responsible for a systemic sensitisation. and is an excellent tool for the evaluation of anti-allergic drugs. 6.7
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In this study, we have subjected 144 patients with a history of allergic disease, who were in a quiescent state for both ocular signs and symptoms to CPT. The results of the CPTs were correlated to the results of systemic tests (skin test/RAST). Total IgE and histamine levels in tears before and after antigen chal lenge were also measured. 
Materials and Methods

Patients
Conjunctival provocation test
Tear histamine assay
Tear histamine levels were determined using the enzymatic isotopic assay described by 
Results
All 144 patients were skin and/or serum RAST tested. Results showed that 68 subjects were positive to only one allergen; 59 were plurisensitised; and 17 were negative to the allergens tested. Thirty-three patients were challenged with more than one allergen, and a total of 183 CPT were thus performed on these 144 patients. On the basis of the clinical history and skin/RAST results, 80 CPT were performed with graminaceae; 55 with derma tophagoides; 22 with parietariae; 14 with compositae; six with alternariae; three with plantago, and one for each of the following antigens: house dust, cat hair and dander, and results and CPT results. The remaining 29% were discordant: 23% of the cases, which were skin test positive, tested negative by CPT performed with the same antigen. Con versely, the remaining 6% of the cases were skin test negative, but positive for CPT chosen on the basis of the patient's clinical history. Statistical analysis did not show a good agreement between CPTs and skinl RAST tests (Cohen's K=0.31) ( Table I) .
The correlation between skiniRAST and CPT was then evaluated for each specific allergen subgroup (Table II) . In the gram inaceae group, a positive skin test was corre lated with a positive CPT in 62% of the cases, and a negative skin test with a negative CPT in 18%. Five per cent of the cases were positive only to ocular challenge, and 15% only to skiniRAST test. The agreement coefficient (K=0.5) demonstrated a fair correlation between the two tests. We found a worse cor relation in patients challenged with pari eta riae or compositae (K=0.30 and K=0.35, respectively) and in the dermatophagoides group the correlation between systemic and ocular tests was even lower (K=O.l1).
In 20 patients who skin tested positive to more than one antigen, we performed the CPT at weekly intervals, with each antigen to which they were sensitive. In this group, a positive skin tests correlated with positive CPTs in 10% of the patients; positive skin tests with negative CPTs in 5%; 15% of the patients were positive only to ocular chal lenge. In 70% of the patients the CPTs were positive to some of the skin tested positive allergens.
Of the 46 patients with a clinical history of allergic conjunctivitis only, 24 were skinl RAST positive to only one antigen (mono sensitised); 11 were positive to one or more antigens (plurisensitised); and 11 were skin test negative. In the monosensitised group, 50% of the patients were also positive to CPTs performed with the same antigen. The corre lation between skiniRAST and CPT was very low (K=O.l1) in this group (Table III) .
In the group of plurisensitised patients (N = 11) with only allergic conjunctivitis, 46% were positive CPTs to the same antigens skin tested positively; 27% were CPT positive to some of the antigens positive by skin tests; and the remaining 27% were CPT negative to The agreement between skiniRAST and CPT was found in 55% of challenges; the tests were poorly related (k=0,117) in this group of patients. all of the skin test positive antigens available for ocular challenge. Of the 11 skinlRAST negative patients, with a positive clinical history of ocular allergic disease, only one showed a positive CPT.
Total tear IgE (N=22 patients) and his tamine (N =43 patients) levels were measured before and after CPT. IgE did not change sig nificantly when considered before (6.3 ± 2 lUI ml) and after the test (7 .8± 1.8 IU/ml) Fig. 1 . Histamine levels, on the contrary, after CPT (11.0±1.5 ng/ml) were significantly increased (p<O.025) when compared to basal levels (6.8±1 ng/ml) (Fig. 2) .
Discussion
The diagnosis of allergic conjunctivitis is often based on the clinical history, and the presence of other allergic disorders such as rhinitis or asthma. In these cases, skin tests can be sup ported by the finding of increased systemic total and specific IgE to confirm the diagnosis and indicate whether immunotherapy should be considered. A high percentage of allergic subjects (32% in our group), however, have only eye signs and symptoms. The conjunctiva may be the only affected tissue in a subgroup of patients with systemic sensitisation or, con versely, it may represent the only sensitised tissue. Specific IgE antibodies can be pro duced, in fact, in the conjunctival mucosa and detected only in the tears, being substantially absent in the serum.1l-13 In this study, we eval uated the correlation between skin/RAST tests and conjunctival provocation tests. In our group of patients the two tests were in agreement in 71 % of the cases; however, 29%, on the contrary, did not correlate. The lack of correlation was more evident in the group of patients with only allergic conjunc tivitis. The possibility of identifying a con junctival sensitisation to specific antigen(s) in the absence of a positive skin test, enables the ophthalmologist, or the allergist to. make a diagnosis of allergic conjunctivitis when systemic tests fail. Similarly, if a plurisensi tised patient is skin test positive for a variety of allergens, but CPT positive to only one, the aetiology of the allergic conjunctivitis may be better identified, and the potential for a suc cessful specific immunotherapy greatly increased. In either case, therefore, the CPT represents a useful tool in the diagnosis of allergic conjunctivitis, to be used in conjunc tion with other systemic and local tests such as skinlRAST tests, and the search for specific tear 19B.
A negative CPT response to specific anti gens, in skin and serum RAST positive paticmts, probably reflects a lack of conjunc tival reactivity to that specific antigen( s) sensi tisation. The potential for multiple ocular challenges to elicit a down-regulation, or a diminution of the allergic response in the con junctival mucosal tissue, 14,15 was prevented by waiting at least one week between ocular chal lenges. The possibility for mucosal tissues to modulate locally the allergic response, by inducing cellular and humoral mediated repressor pathways after multiple antigen challenges,16,17 may hypothesise a new treat ment for ocular allergy by means of a local specific immunotherapy.
A significant increase of tear histamine was found, as expected, within ten minutes of antigen challenge, coinciding with the 
